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SPL Standard
• The Structured Product Labeling (SPL) is a document 

markup standard approved by Health Level Seven (HL7) 
and adopted by FDA as a mechanism for exchanging 
product information. 

• American National Standards Institute (ANSI) accredited 
(SPL Release 4) – March 2009

• SPL is created using EXtensible Markup Language



XML & XSL Stylesheet
• XML – EXtensible Markup Language

– Relatively human-legible 
– Machine readable
– Tags (elements) permit search of key information

• XML Documents – created via Notepad, Word 
Pad, XML validation tools, Xforms, etc…

• XSL Stylesheet – transforms the XML data to be 
viewed via web browser or printed documents



SPL Stylesheet View/Source 
Code



…three e-Files for Registration & 
Listing – SPL Format
• NDC Labeler Code Request
• Establishment Registration
• Content of labeling (CoL)/Listing



Order of Submissions

1. NDC Labeler Request (LCR) and 
Establishment Registration (ER) SPL

2. CoL/Listing SPL

• CoL/Listing validates against data 
submitted in NDC LCR and ER SPL



WHY CHANGE 
THE DRUG LISTING
AND ESTABLISHMENT
REGISTRATION 
PROCESS THAT  HAS 
WORKED FOR 
DECADES ????



• Eliminate duplicative and 
redundant data entry

• Eliminate paper 
submissions

• Automate processing of 
data in a submission type 
in electronic format in a 
manner that FDA can 
adequately process, 
review, and archive. 





Transition from Paper to Electronic Drug 
Establishment Registration & Drug Listing

• Changes in FD&C Act require electronic 
registration of drug establishments and listing of 
human prescription drugs, OTC, animal drug, 
biologic products – September 2007

• Final guidance document for electronic drug 
establishment registration and listing – May 
2009

• FDA has adopted the use of extensible markup 
language (XML) files in SPL format as the 
standard format for the exchange of drug 
establishment registration & drug listing 
information. 



Transitioning from Paper to Electronic: 
Drug Registration and Listing

• No more PAPER drug registration and drug 
listing as of June 1, 2009.

• Form 2656 – NDC Labeler Code & 
Establishment Registration – replaced with
– NDC Labeler Code SPL 
– Establishment Registration 

• Form 2657 – Drug Product Listing & Form 2658 
– Private Labeler Distributor – replaced with
– Content of Labeling/Listing SPL



Benefits of Using SPL for Electronic 
Registration and Listing & Provision of 

Content of Labeling
• Electronic registration and listing process is 

more efficient and effective for industry and 
the Agency

• Accurate, up-to-date inventory of marketed 
drugs

• Eliminates data entry errors 
• Eliminates the use of paper forms for listing and 

registration
• 24-hour submission window – FDA Gateway
• Reduces the amount of time for FDA to receive 

and process your information.



More Benefits

• Well formed and properly created SPL files can 
be processed in minutes

• Receive submission feedback in timely 
manner

• Permits the relationship of data to eliminate 
need for manufacturer and distributor to list the 
identical drug products.

• Significant reduction in time for posting SPL on 
DailyMed



Even More Benefits

• Rapid parsing of data into FDA database 
– within seconds after validation 
– Minutes after receipt

• Significant reduction in time to post 
content of labeling & listing files on 
DailyMed

• Content of labeling and carton and 
container labeling rendered in one 
document



Information Exchange 
SPL

FDA Reviewer DailyMed UserDrug Company

SPL is a standard that is used by drug companies, FDA and public to 
exchange or review or view product information.  All three entities use 
computer or systems that “understand” SPL 

SPL
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Administrative 
(Document Tracking Information)

Basic information to identify the SPL document:

• Document ID: is a Globally Unique Identifier (GUID) and is unique for each 
version of the document. Letters used in a GUID are lower case. 

• Document Type: The <code> is the LOINC code which provides 
information on the document type. 

• Effective Time: provides a date reference to the SPL version including the 
year, month and day as yyyymmdd. 

• SetID: is a GUID and is a unique identifier for the document that remains 
constant through all versions/revisions of the document. 

• Version number: is an integer greater than zero that provides a sequence 
to the versions of the document. 



NDC Labeler Code Request 
Xforms View



NDC Labeler Code Request 
SPL Document



NDC LCR SPL 
Scenarios

• Requesting a new NDC Labeler Code 

– Fill out the NDC Labeler Code request as described in sections 2.1 through 2.4 
leaving the NDC Labeler Code field empty. 

– Requests for NDC Labeler Codes are individually evaluated prior to entry into the 
NDC System. The initial request will be automatically stopped because there is 
no NDC Labeler Code provided and is diverted to a FDA reviewer. Once the 
evaluation is completed, the response to the request is directed to the 
designated contact person. 

– Once the NDC Labeler Code is assigned, open the original SPL file and add the 
newly assigned NDC Labeler Code and resubmit the corrected file.

• Initial electronic submission when NDC Labeler Code already 
assigned 

– Fill out the NDC Labeler Code request. Only one NDC Labeler Code is included 
in an SPL file. In other words, use a different setId root for each NDC Labeler 
Code request. 



NDC LCR SPL 
Scenarios cont…

• Correct SPL file validation error 

– If an SPL file cannot be processed because of a validation error, 
a report on the validation error is sent from FDA to the contact 
person. Open the SPL file and correct the errors. 

• Correct a mistake in an SPL file just submitted 

– Open the SPL file, correct the mistake, and fill in a new id root 
and new version number with the original setId root and the 
appropriate effective time. 



NDC LCR SPL 
Scenarios cont…

• Update the NDC Labeler Code information 

– Open the previous SPL file and fill in the new information without 
changing the other existing information. Fill in a new id root and 
new version number with the original setId root and the 
appropriate effective time. 

• Requesting a second NDC Labeler Code 

– Only one NDC Labeler Code is associated with each NDC 
Labeler Code request. If a second NDC Labeler Code is 
requested, fill out a separate SPL file with a different setId root. 
The labeler information and contact information is the same as 
the SPL file for the first NDC Labeler Code request



Notes

• Use NDC Labeler Code used in NDC Package 
Code (3-segment NDC)

• Submit NDC labeler codes that are used in 
NDCs associated with distributed products.  
(NDC on packaging)

• Only one NDC labeler code per NDC Labeler 
Code Request.

• NDC Labeler Code – Code should be identical 
to first segment of NDC (no leading zeros)



Establishment Registration Data
• Document Information

– Type of Document
– ID
– Set ID
– Version Number
– Effective Time

• Registrant
– Name
– DUNS Number

• Registrant Contact
– Name
– Mailing Address
– City
– State
– Country
– Postal Code
– Telephone Number
– Email Address



Establishment Registration Data 
(cont…)

• Establishment
– Name
– DUNS Number
– FEI
– Street Address
– City
– State
– Country
– Postal Code
– Type of Operation(s)

• Establishment Contact
– Name
– Mailing Address
– City
– State
– Country
– Postal Code
– Telephone Number
– Email Address



Establishment Registration Data 
(cont…)

• US Agent 
– Name
– DUNS number
– Telephone Number
– Email Address

• Importer (if applicable)
– Name
– DUNS number
– Telephone Number
– Email Address



Types of Operations
• Acceptable types of operations for establishments:

– ANALYSIS
– MANUFACTURE
– RECOVERY
– RELABEL
– REPACK

• Unacceptable types of operations for establishments:

– IMPORT
– UNITED STATES AGENT

(as of February 2009)



Importer
– …under section 510(i)(1)(A) of the Act, the name of each 

importer that is known to the establishment (this means each 
U.S. company or individual in the United States that is an owner, 
consignee, or recipient, of the foreign establishment’s drug, that 
is imported into the United States. An importer does not include 
the consumer or patient who ultimately purchases, receives, or is 
administered the drug, unless the foreign establishment ships 
the drug directly to the consumer or patient.); and the name of 
each person who imports or offers for import (this means the 
name of each agent, broker, or other entity, other than a carrier, 
that the foreign drug establishment uses to facilitate the import of 
their drug into the United States).

(from “Guidance for Industry: Providing Regulatory Submissions in 
Electronic Format – Drug Establishment Registration and Drug Listing”)



Importer cont…

• May or may not be an importer for each 
foreign establishment



US Agent

• Submission of information about US Agent 
replaces the paper letter

• Each foreign establishment in an ER SPL 
should have a US agent



Establishment Registration 
SPL Xforms



Establishment Registration 
SPL Xforms cont…



Establishment Registration 
SPL Xforms cont…



Establishment Registration 
SPL Document



Establishment Registration 
SPL Document cont…



Electronically Registered Drug 
Establishments

• Example of actual Drug Firms Annual 
Registration Status Website Display

Pfizer approved use of their name in presentation
Website address:  http://www.accessdata.fda.gov/scripts/cder/drls/default.cfm

http://www.accessdata.fda.gov/scripts/cder/drls/default.cfm


Content of Labeling

• Compressed medical gas 
– Principal display panel section heading:

• PACKAGE LABEL.PRINCIPAL DISPLAY PANEL 
– Image of the container label – (jpeg file)
– Text from principal display panel



Document Type

• HUMAN PRESCRIPTION DRUG LABEL 



Labeler & Establishment Data in 
Listing File

• Labeler
– Name
– DUNS Number

• Establishment
– Name
– DUNS number
– Mark as Confidential
– Type of operation
– Product 



Listing Data cont…

• Product Information
– Proprietary Name
– Proprietary Name Suffix
– Non-Proprietary Name
– NDC Product Code
– Dosage Form
– DEA Schedule (if applicable)
– Route(s) of Administration

• Active Ingredient
– Name(s)
– Unique Ingredient Identifier(s) (UNII)
– Strength



Listing Data cont…
• Active Moiety

– Name(s)
– Unique Ingredient Identifier(s) (UNII)
– Basis of Strength



Listing Data cont…
• Packaging
• As ordered 
• No asterisks permitted

– Immediate packaging  
• NDC Package Code (10 digit)        
• Quantity
• Package Type

– Outer package
• NDC Package Code (10 digit)        
• Quantity
• Package Type



Listing Data cont…
• Marketing Date

– Product Status
– Start Marketing Date
– End Marketing Date (if applicable)

• Marketing Category
– Marketing Category
– Application or citation number
– Application or citation number code system



Product Data Elements



Product Data Elements

• Product 
– Product names 

• Description 
– Ingredients 
– Strength 
– Dosage form 
– Route of administration 
– Controlled substance code 

• How supplied 
– Packaged product 

Only terms in the controlled terminology are allowed.



Product Name and NDC Product Code

• The proprietary/trade and ingredient name data elements only 
include the name and do not include any additional qualifiers such 
as trademark symbols, route of administration, or dosage forms. 
(SPL R4 only:  Suffix element may contain “XL” “ER”) 

• The NDC product code in SPL documents is comprised of the first 
two segments of the NDC

Proprietary name:  “PROPRIETARY NAME”
Name of active ingredient:  “name(s) of active ingredient(s)”



Dosage Form

• The dosage form is the name for the drug dosage form taken from the 
controlled terminology. Only terms in the controlled terminology are allowed.



Route of Administration
• Labeled route of administration is the name of the route of administration 

taken from the controlled terminology. Only terms in the controlled 
terminology are allowed.  A product may have one or more route of 
administration. 

• For Compressed Medical Gas – RESPIRATORY (INHALATION) 



Active Ingredient
• The active ingredient includes the active ingredient name and 

identifier (Unique Ingredient Identifier (UNII) , strength, and the 
active moiety names and identifier (UNII). All active ingredients have 
at least one active moiety (in some cases two active moieties). 
Names of active ingredient should not include designations such 
as USP or NF.  The name is taken from controlled terminology. Only 
terms in the controlled terminology are allowed. For ingredients, the 
controlled terminology is found in the FDA Substance Registration 
System/Ingredient Dictionary (SRS/ID).  The UNII is linked to the 
name of the ingredient. 

• Active moieties - more than one active moiety can be included for 
each active ingredient.



Strength of Ingredient

• SPL R4 documents will allow companies to 
designate strength based on the active 
ingredient, active moiety.

Example

Numerator:  0.4 mL
Denominator:  1 L



Marketing Category

• Select the appropriate marketing category 
for the drug product.



Application or Citation Number 
Field

• There is no application or citation number 
for compressed medical gas



Marketing Status & Date 

• The marketing status describes the activity 
of the product

• The expiration date of the last lot released 
to the marketplace. 



Marketing Status & Dates
• Status of product 

– Active:  on the market
– Completed: when marketing is done the drug is no longer going to be available 

on the market. 
– Active or completed timestamp:  effectiveTime value.

• Low value 
– Time on the market 
– Determines release of CoL/Listing SPL to public

• High value 
– Time off the market (e.g. the expiration date of the last lot released to the 

market.)



Common Errors in 
eList Pilot Program Submissions

• XML file sent not enclosed within a folder
• XML file name is not the document ID root name
• Spaces before telephone number
• Hyphens in DUNS number
• SPL file created with outdated SPL xforms
• Two-character country code used in place of 

three-character country code (ISO-3166 - 
ftp://ftp1.nci.nih.gov/pub/cacore/EVS/FDA/SPL/)

ftp://ftp1.nci.nih.gov/pub/cacore/EVS/FDA/SPL/


QUESTIONS?
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